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• Extensions of time may be available under the provisions of 37 CFR 1 . 1 36(a). In no event, however, may a reply be timely filed 
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Status 

1 )C3 Responsive to communication(s) filed on 01 June 2007 . 
2a)D This action is FINAL. 2b)S This action is non-final. 

3) Q Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 
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4) El Claim(s) 2-7.9. 12. 13. 15.16. 18-21.24 and 42 is/are pending in the application. 
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5) D Claim(s) is/are allowed. 

6) S Claim(s) 2-7.9. 12. 13. 15.16. 18-21.24 and 42 is/are rejected. 
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8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) 0 The specification is objected to by the Examiner. 
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Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

1 1) D The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 
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application from the International Bureau (PCT Rule 17.2(a)). 
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DETAILED ACTION 

1. Claims 2-7, 9, 12, 13, 15, 16, 18-21, 24, and 42 are currently pending in the instant 
application and are rejected. 

Response to Amendment 

2. Applicant's amendment to the claims has overcome the following rejection/objection: (a) 
35 USC 1 12 1 st paragraph rejection of claims 2-7, 9, 12, 13, 15, 16, 18-21 and 24; (b) objection 
to claim 20. 

3. Applicant's amendment to the specification has overcome the objection to the abstract. 

4. The allowability of subject matter indicated in the previous office action is withdrawn in 
view of the following sections 6-8. 

Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

5. The term "controlling" in claim 24 is a relative term which renders the claim indefinite. 
The term "controlling" is not defined by the claim, the specification does not provide a standard 
for ascertaining the requisite degree, and one of ordinary skill in the art would not be reasonably 
apprised of the scope of the invention. First, it is not clear what is meant by the term as applied 
towards a disease or condition. A multitude of meanings can be envisioned, for example, 
lessening the symptoms, delaying the onset, etc. Second, given a precise meaning for the term, it 
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is still unclear as to what degree or against what standard the "control" is measured. This 
claimed limitation was not examined herein because the meaning could not be delineated. 



Claim Rejections - 35 USC §103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as 
set forth in section 102 of this title, if the differences between the subject matter sought to be 
patented and the prior art are such that the subject matter as a whole would have been obvious at 
the time the invention was made to a person having ordinary skill in the art to which said subject 
matter pertains. Patentability shall not be negatived by the manner in which the invention was 
made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 USPQ 459 
(1966), that are applied for establishing a background for determining obviousness under 35 
U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness 
or nonobviousness. 

6. (i) Claims 2-7, 9, 12, 13, 15, 16, 18-21, 24 and 42 rejected under 35 U.S.C. 103(a) as 
being obvious over Edmonson et al, US 6,699,871. See for example, examples 1-1 1, 17- 
27, 30 and 3 1 (columns 25, 27, 28, 29, 30, 32, 33). 

(ii) Claims 2-7, 9, 12, 13, 15, 16, 18-21, 24 and 42 rejected under 35 U.S.C. 103(a) as 
being obvious over Edmonson et al., US 7,125,873. See for example, examples 1-11, 17- 
27, 30 and 3 1 (columns 26, 27, 28, 29, 30, 3 1 , 32, 33). 

(iii) Claims 2-7, 9, 12, 13, 15, 16, 18-21, 24 and 42 rejected under 35 U.S.C. 103(a) as 
being obvious over Edmonson et al., US2006/0270679. See for example, examples 1-11, 
17-27, 30 and 31 (pages 14, 15, 16, 17, 18). 



Application/Control Number: 10/508,898 Page 4 

Art Unit: 1609 

The applied references have common inventor and assignee with the instant application. 
Based upon the earlier effective U.S. filing date of the reference, it constitutes prior art only 
under 35 U.S.C. 102(e). This rejection under 35 U.S.C. 103(a) might be overcome by: (1) a 
showing under 37 CFR 1 .132 that any invention disclosed but not claimed in the reference was 
derived from the inventor of this application and is thus not an invention "by another"; (2) a 
showing of a date of invention for the claimed subject matter of the application which 
corresponds to subject matter disclosed but not claimed in the reference, prior to the effective 
U.S. filing date of the reference under 37 CFR 1.131; or (3) an oath or declaration under 37 CFR 
1.130 stating that the application and reference are currently owned by the same party and that 
the inventor named in the application is the prior inventor under 35 U.S.C. 104, together with a 
terminal disclaimer in accordance with 37 CFR 1 .321(c). This rejection might also be overcome 
by showing that the reference is disqualified under 35 U.S.C. 103(c) as prior art in a rejection 
under 35 U.S.C. 103(a). See MPEP § 706.02(1)(1) and § 706.02(1)(2). 

Determination of the scope and contents of the prior art. 

All three references teach exactly the same compounds: i.e. compounds shown 
in Scheme 1b and 1d. 

Ascertaining the differences between the prior art and the claims at issue. 

The prior art compounds have been excluded from the instantly claimed genus (Scheme 
la and lc) via the proviso that R 5 and R$ cannot both be hydrogen. 

Resolving the level of ordinary skill in the pertinent art - Prima Facie Case of Obviousness. 
One of ordinary skill in possession of any of the three references would be motivated to 
make the following compounds, with reasonable expectation of obtaining the same DP- 
IV inhibition activity: homologs of the compounds in Scheme lb and Id wherein either 
of the two positions marked by the arrows are substituted with alkyl. These homologous 
compounds fall within the genus instantly claimed. Thus, based on structural similarity, 
the prior art suggests to one of ordinary skill in the art to make this substitution. A prima 
facie case of obviousness based on structure exists if the prior art suggest to one of 
ordinary skill in the art to make the substitution or modification. In re Taborskv (CCPA 
1974) 502 F2d 775, 183 UPQ 50. Thus, the instant claims are prima facie obvious over 
the teachings of the three references. To those skilled in chemical art, one homologue is 
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not such an advance over adjacent member of series as requires invention because 
chemists knowing properties of one member of series would in general know what to 
expect in adjacent members. In re Henze, 85 USPQ 261 (1950). Additionally, the instant 
claimed compounds would have been obvious because one skilled in the art would have 
been motivated to prepare homologs of the compounds taught in the reference with the 
expectation of obtaining compounds which could be used as DP-IV inhibitors. 
Therefore, the instant claimed compounds would have been suggested to one skilled in 
the art. Additionally, it is well established that the substitution of methyl for hydrogen on 
a known compound is not a patentable modification absent unexpected or unobvious 
results. In re Wood, 199 U.S.P.Q. 137 (C.C.P.A. 1978) and In re Lohr, 137 U.S.P.Q. 
548, 549 (C.C.P.A. 1963). The motivation to make the claimed compounds derives from 
the expectation that structurally similar compounds would possess similar activity (ie., a 
DP-IV inhibitor). 





(c) INSTANT 



(d)US. 6,669,871 
U.S. 7,125,873 
UU2006/0270679 



R,=H, Me. Et, CF 3 . CH 2 CF 3 
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Double Patenting 

The nonstatutory double patenting rejection is based on a judicially created doctrine 
grounded in public policy (a policy reflected in the statute) so as to prevent the unjustified or 
improper timewise extension of the "right to exclude" granted by a patent and to prevent possible 
harassment by multiple assignees. A nonstatutory obviousness-type double patenting rejection 
is appropriate where the conflicting claims are not identical, but at least one examined 
application claim is not patentably distinct from the reference claim(s) because the examined 
application claim is either anticipated by, or would have been obvious over, the reference 
claim(s). See, e.g., In re Berg, 140 F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re 
Goodman, 1 1 F.3d 1046, 29 USPQ2d 2010 (Fed. Cir. 1993); In reLongU 759 F.2d 887, 225 
USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re 
VogeU 422 F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 
USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) or 1.321(d) may 
be used to overcome an actual or provisional rejection based on a nonstatutory double patenting 
ground provided the conflicting application or patent either is shown to be commonly owned 
with this application, or claims an invention made as a result of activities undertaken within the 
scope of a joint research agreement. 

Effective January 1, 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 37 
CFR 3.73(b). 
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7. (i) Claims 2-7, 9, 12, 13, 15, 16, 18-21, 24 and 42 rejected on the ground of 

nonstatutory obviousness-type double patenting as being unpatentable over claims 1, 2, 
4-15, 18 and 23 of U.S. Patent No. 6,699,871. Although the conflicting claims are not 
identical, they are not patentably distinct from each other for the following reasons 
below. 

(ii) Claims 21 and 24 rejected on the ground of nonstatutory obviousness-type double 
patenting as being unpatentable over claims 1-8 of U.S. Patent No. 7,125,873. Although 
the conflicting claims are not identical, they are not patentably distinct from each other 
for the following reasons below. 

Determining the scope and contents of the claims in (i) U.S. 6,699,871 and (ii) U.S. 
7,125,873 

(i) Claims are drawn to a genus of DP-IV inhibitors, pharmaceutical compositions 
thereof, and method of use to treat diabetes type 2. Preferred embodiments are 
compounds shown in Scheme lb and Id (species 1-11, 17-27, 30 and 31 listed in claim 
15 of U.S. 6,699,871). 

(ii) Claims drawn to composition comprising compound shown in Scheme Id 
(Ri=CF3) and method of treating diabetes type 2: 

Ascertaining the difference between instant claims and the claims in (i) U.S. 6,699,871 
and(ii) U.S. 7,125,873 ™ ~" 

(i) The instant claims are drawn to the genus of compounds shown in Scheme la and 
lc, pharmaceutical compositions thereof, and method of use to treat diabetes. The 
claimed embodiments of U.S. 6,699,871, namely compounds in Scheme lb and Id (and 
pharmaceutical compositions and method of use thereof), are excluded from the instant 
claims by a proviso (i.e. R5 and R<5 cannot both be hydrogen). 

(ii) The instant claims are drawn to pharmaceutical compositions comprising 
compounds shown in Scheme la and lc, and method of use to treat diabetes. The 
claimed subject matter of U.S. 7,125,873, namely pharmaceutical composition and 
method of use of compound in Scheme Id, Ri=CF 3 is excluded from the instant claims 
by a proviso (i.e. R5 and R6 cannot both be hydrogen). 

Resolving the level of ordinary skill in the art - prima facie obviousness 
See discussion in Section 6, last paragraph (obviousness due to structural similarity for 
homologs). For the same reasons, the instant claims are prima facie obvious over the 
claims in US. 6,699,871 and U.S. 7,125,873. 
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8. Claims 2-5, 9, 12, 13, 18-21, 24 and 42 provisionally rejected on the ground of 
nonstatutory obviousness-type double patenting as being unpatentable over claims 1-6, 1 1-14, 
17-23 and 26 of copending Application No. 10,540,283 (US2006/0052382). Although the 
conflicting claims are not identical, they are not patentably distinct from each other for the 
reasons below. 

This is a provisional obviousness-type double patenting rejection because the conflicting 

claims have not in fact been patented. 

Determining the scope and contents of the claims copending Appl No. 10 % 540 % 283 
Claims are drawn to a genus of DP-TV inhibitors, pharmaceutical compositions thereof, 
and method of use to treat diabetes type 2. Preferred embodiments are compounds shown 
in Scheme 2b-d. 

Ascertaining the difference between instant claims and the claims in copending Appl 
No. 10.540*283 

The instant claims are drawn to the genus of compounds shown in Scheme la, 
pharmaceutical compositions thereof, and method of use to treat diabetes 2. 

Scheme 2b: the next lower homolog of this compound, wherein one methyl substituent 
to the pyrazine ring is replaced by a hydrogen, falls within the genus of the instant claims. 
The claims of copending Appl. No. 10,540,283 drawn to this homolog (pharmaceutical 
compositions thereof and its use to treat diabetes II) would anticipate the instant claims. 

Scheme 2c: a positional isomer of this compound, wherein the methyl substituents attach 
to the pyrazine ring at the positions that correspond to R 5 and R$, falls within the genus of 
the instant claims. The claims of copending Appl. No. 10,540,283 drawn to this 
positional isomer (pharmaceutical compositions thereof and its use to treat diabetes 2) 
would anticipate the instant claims. 

Scheme 2d: a positional isomer of this compound, wherein the methyl substituent 
attaches to the pyrazine ring at either of positions R 5 or R$ , falls within the genus of the 
instant claims. The claims of copending Appl. No. 10,540,283 drawn to this positional 
isomer (pharmaceutical compositions thereof and its use to treat diabetes 2) would 
anticipate the instant claims. 

Resolving the level of ordinary skill in the art — prima facie obviousness 

One of ordinary skill would be motivated, from the claims in copending Appl. No. 

10,540,283, to make the modifications described above with reasonable expectation of 
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obtaining the same DP-IV inhibition activity. Position isomers, and homologs, are 
generally of sufficiently close structural similarity that there is a presumed expectation 
that such compound possess similar properties. MPEP §2144.09, Ex parte Henkel 130 
USPQ 474, (l-phenyl-3-methyl-4-hydroxypyrazole obvious over reference teaching 3- 
phenyl-5-methyl-4-hydroxypyrazole). Ex parte Weston, 121 USPQ 429. Thus, the 
instant claims are prima facie obvious over the claims in copending Appl. No. 
10,540,283. 




Conclusion 
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9. No claims are allowed. 

10. Any inquiry concerning this communication should be directed to Sun Jae Y. Loewe, 
Ph.D. whole telephone number is 571-272-9074. The examiner can normally be reached on 
Monday through Friday from 7:30 am to 5:00 pm. 

If attempts to reach the Examiner by telephone are unsuccessful, the Examiner's 
supervisor, Cecilia Tsang (571) 272-0562, can be reached. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private 
PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 



Sun Jae Y. Loewe, Ph.D. 
Patent Examiner 
Art Unit 1609, Group 1609 
Technology Center 1600 

MeSecca Anderson/ 

Primary Examiner, AU 1626 
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